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TOLERANCE AND RE6TOTIS1S OP SOMATOSTATIN ANALOGUE" (SKB> 
5ANDO STATIN ©FOR THE TREATMENT OP CHEKOTBBSAPY ITOWCKD 
DIAKBHEA, H. Pecxelll , P. Crea^eo, 1. flerrcra, * ■ Rttsw> 

Seawall Fast Cancer Institute. Buffalo, 

Si* parlance (pt*) developed severe diarrhea (4 or 
Mte 10088 watery stools par day requirl** iatrjv enous 
hydration) secondary to^hmaoeherapy- All had Caaj - e J 
create with l^u Mean a-aber of loose .cools per 
day w 6 (ranee ^16) • All P ts had riBSu* doc ^"* 
anastatic colorectal adenocarcinoma, There wore 3 femaiea 
and one male. Hediro afie vaa 58 years (range 41-71)- 
Ch^therapy-ccnsiered of weekly 5-Fluoroursci-l 
6O0-7SO tok/w vith 66-l«ucovoTiii 250 WfiZm in A pee, 5 ?U 
500 fflg/o 2 with 6R,S^leucovorin 500 7o 8 /m z in one pt and one 
pt trt*«« trich ore! Uracil and Ttoraiur (OR) 1200 s*/» 2 
vDcWv* Sites of metaatascs were lunfi - 3 pes, xiver - 
2 pte, inguinal region - 1 patient. ECQG P^Qr^nce 
statu* was 0-1. ffithin AS hrs of reposes diarrhea all 
pc8 TO *e treated with lecravenou* fluid hydration, eotbans 
by taouth and SMS. The latter was given to each pt in tne 
following cacalatin* doses: A continuous tatravenoria in- 
fusion o€ 50 rtierogrsnw (uc)/hour CO *or 12 h then lOQ 
ug/h for 12 h then 150 uc/t for 72 h ; Diarrhea oowjlaraly 
resolved in A of 5 pea within 24 h of tha 150 ug/h 
Tn the 6th pt che diarrhea resolved vithinl2 h or cue 
100 vg/h infusion. Mo side effects fro* Severe ^ 
All pea ra*v-*d a regular diet without recurrence of the 
diarrhea. 150 ug/h has be*n an effective and ^* 
of SMS for the treatswr-e of chemotherapy induced diarrhea. 
Pt accrual continue* • 
Supported by USPBS NCI CA 21071. 
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BIGS DOW M11MOTHIODIMOLB <AT0A) XW ADVaKCSO OOLORECtJU. 
AD3UOCARCIJ«JMA! AH TI.T.TKOIS CANCXR COUNCIL (IOC) PHAfI 
II aTCnr. e. Lacker . L. Hilton, J. Knandekar, n. 
Bhevria, K. jUboln, R. Bleugh, A. Watkino/ d. Tateur. 
Illinois Canoer Council, Chicago, ll> 60603. 

Because prevloun Phase ZI ftudicc Of ATOA in 
advanced colon eancar employed drug doses 1ms than 
©axiiftally tolerated <MTD) and the ouggaoxion of a don» 
re»onee phenomenon of the drug against large bowel 
carcinoma* (FROC aboO: 113, 19 89] the ICC conducted a 
phase II study of ATM at *TO. 30 pat lent e with 
pathologically ©xcrrcn moaeuraftia recur re At or uota- 
axatic colorectal oancer were entered. 3 patients 
(pte.) had reeeivad radiosensitive doses of 5-itJ and 
radiation j 27 pes. had no prior chemotherapy. Median 
ago waft 647 1* p^c. were naley 11 female. 10 pts. ware 
2 coo performance status <F8> 0> 20 were pal. ATDA doas 
was 175 mg/K 2 rv veexiy with escalation to 200 ag/M if 
no toxicity eaon. All pts. received prophylactic 
aUopurinoi and non-eceroidal anti-inflammatory drugs to 
prevent hyperuricemia *=d doee-llniting aheat pain. 20 
pte. are currently srrsluable for response* (2 refused 
follow-up measurementa, 2 missing data, 6 too early) and 
33 arc eveluablo for toxicity- 12 pte. had dose 
escalations, Jiausea (5S* of pta.)/ dermatitis <41%>, 
anemia (41%)/ diarrhea (32*> and stomatitie (IB*) were 
generally ot mild to moderate severity. Despite prophy- 
laxis, 3 pt=. developed chest pain. There were no 
objective response* seen, altnough 12 pte- had periods 
of stability 1 acting 1 to IS months. Median survival 
was 15 monthB. ATOA given at »td did not result in 
significant tumor reereseicn» in patients with advanced 
colorectal carcinoma. Survival was longer than expected 
in a predominantly ayraptcmatic patient population. 
Supported by Grant 2M0-CA-21742 SCIsNIH 
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THE a*lBIHH> V&SCSE GF WUXXOUFtdL AND RSaMBIMANT 
^^FEFfXhGPmk OK BUMftH SiSTKIC CAHCHOft CB3X UNES. 

J.-G. Park , H.T. Kim, S.H- Park, N.K- Kim 

s^l tfatLaaal university ajspital, Seoul UO-744, R0RBA- 

Stoiach cancer ie a leading nalignatrt difleaga i» ™iy 
oDuntries. Qmwentionai floni^Twtion cijaiDthflaMpy ar^ro- 
a.phoc to advanced gastrixa cancer only produoe par tial^ _^ 
response and thare has been no insect on pati^t ^viv^ 

the coobijQ^^^tflirferQn and cbCTot±iarapeutic agents 
ara now being m6e to improve the effectiveness fox the 

treatanant of omoer- 

Hiis study was oa»3uctaad to investigate the comhaned 
affects of 5-ETJ asd reocntolxiant HH-^anm at oeLLniar 
lavxsl against four gastric caroinom cell l^eD(BKU-l, 
Q3CH3, sNtl-16, and , Vte used a sc^utiJ tBtea ^ 

Stt^^ir^-tesed coloriirBtric W assay for cytotr^ci-ty 
and an isctologram analgia to evaO^ta^ e^octs^ 
to axygrimmt was ^loaned three tome* 
on each of the three call lines. Only ti» experiinerits 
for SNJ-16 and «2MflB7 showed wraaMitivity ^*£Z£: 

on iflobologram plotted ^ ^^"^t 0 LT^^ 
veaxB foreach cell lino, suprwdditivity was suggested 
for only SK0-1G (P=0.055) . a oanclue™' our f^-J* 
did not dexwent in vitro synergy ?J«^t^rlvlS" 
flHnna for gastric ear cmnna cell Haea but additavlty 
S clinically achievable dose range. Bacau^ ^ 
iifflino^iulatoxy effect of IFW-^™ en hastlfl ^re 
Wortant ratter than antiproliferative ^f*a« » the^^ 
o^Sinatijan of 5-FU end HW-gamna is expected to improve 
the treataent of advanoed gastric cancer. 
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SENSITIVITY OF SUfivTVAL PATTERNS AFTKR AJCO 1 966 STAGING OF 
ESOPHAGEAL CANCER. & W B rtdn fl Jr.. MJ. Kraana. F.M.SHe.Jr, G.J. 
Heaaey.anO iCBaloOh. LaheyGflnto. BurUngzon. MA, and New England 
OeenonesA Hospital and Harvard Medical School, Boston, MA 

The 1 98 8 TNM pathologic staging version of the American Join t 
Commmet on Cancer (A0CC) was applted to 281 patients who underwent 
standard esophageal rejection for ours or paUUtten henvesn 1970 througn 
1087 

The table Indicates adverse Influence of nodal disease on median 
survival time (M&T) and 5-yeaf survWal with approach to algnJncanoe (i|A 
vs. IIB, P - 0.12). Comparison Is confounded oy the variation In 
classmcaOon of local tnvsalon.ln the two groups. Nodal influence Is also 
suggested In the IIIT4 groups comparing NO and Ni atahls 
(P— 0 09) 

influence of local advanced cMsease Is suggested In comperlBon of 
IIIT3N1 andlllT4N1 MST and survival, *Noh Is without statistical 

jlgnlllcanco(P» 0.28). „ 
Power anefysis inojcaiee that* rsgmentsnou of even large study group* 

tmo 7 cartwcrles frequsrruy results in stattetlcairy rfieaninglws results m 

late survtvor groupa whh small rtsk populHiIons. 
we are currently evaluating a modified waion oJ the Skinner WNM 

stagmgptento be presentBd. The WNM schema permt» emn^* 

degTaea ot local and nodal invdvemeni with a modest Increase In staging 

fragmentation. 



stage . TNM 



MST 
M0,±SE, 



Surah-el 8 years 
ii-BE 



LogranK 



I 

IIA 
KB 

IIIT3N1 
llfT4N0 
|irT4N1 



T1N0M0 

T2.3N0MO 

T1.2N1M0 

T3N1M0 

T4N0M0 

T4N1M0 

TNM1 



>49.S 
24.5±10.e 
18.0±4J 
21.9*3.0 
£6.6 ±4.9 
14.010.9 

6,0*1-^ 



37.5 ±6,7 
10.2*6.1 
i&.z± 6.0 
18.7±10.6 
12.74 4^ 



Q.62 
0.12 
0.91 
0.B3 
0.D9 



• Logrank P between successive Stage distributions 



PROCEEDINGS OP ASCO VOL. 10 MARCH 1991 

13fl 
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Roswell ^"^ Ca -« I t !! t ^' *f £ s S«e^i»«he a (4 or 
Sis patients (pts) developed 3» ^ravenous 

more loose vetery stools oer day ^'JJf £d £ailed 
hydration) J~"^ J"fc^£12fc« of loose stools per 
treatment with 1°™=^ All Pts had tissue documented 
day was 6 (range 4-16) . Ui JL. There "ere 5 females 
metastatic colorectal *« e ^f'f^ 8 ™£g e 41-71). 
and one male. Median age was 58 years CraM 
Chemotherepy 2 c<m3iBted of weekly A „, 5 _to 

600-750 «gM 2 with 6S-leucovor» 25 0 . * ' ^ 

500 ^ •a*— sr- 1200 

D t treated With or*l UradJ. an* " _ 3 ot , liver - 
tfeel£l y. Sites of metastases Variance 
2 pts, inguinal re 8 «n - 1 diarrhea all 

status was 0-1. 5S5 hydration, nothins 

pts -ere treated t0 wen pt in tie 

by mouth and SMS, Tb* continuous intravenous in- 

following escalating dosee. A ^ b l00 

fusion of 50 micrograms ^^^^ pLrrhea completely 

Us/ V°5 ? \ If 5 S wlSin 24 n of the 150 ng/h infusion, 
reeolved in 4 of 5 pts " . 12 h of the 

In tbe 6tb pt the dl ^ heB ™f£l£ from SMS were seen. 

100 ug/h infusion. Ho ^ f "^"^^amce of the 

Ml Pts resumed a regular diet^ ""^J^ safe schedule 

diarrhea. 150 u 6 /h has f^'^lnduced ^^aa. 

of SMS for the treatment of chemotherapy mo 

Pt accrual continues. 

Supported by tJSPHS SCI CA 21071. 
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HIGH DOSS MOHOTHIODIAZOLB (ATDA) IS 
S^OCATCl»«tt: AM CANCER CODMClt ( 

^fSSSTaJarttas. t.. Kilter, J. Khandakar 
S2 K . fl SSSnf R. Blcugh. A. WatXina. D- 

Sill**, cancer ^^f^^.TL-. 
advane^colefeenc*: employed drug dose- 
Anally tolerated (MttD and tbe 
n^B. Bhenooenon of the drug agamst largo 

ZSStt** *sco. I", »»» «"£L~ 
Phase II study of AIDA at MTD. 30 patrente » 
patnologically proven mea-urable ^current o 
static colorectal cancer -ere entered. 3 pa 
Si had received radloseneiti*in 9 dose* o. 

iantation, 27 pts. bad no P^'fT"^, 
.. e *as 641 19 Pta. were male; 11 female. !• 
B SoC perfoUne- status (PS) 0; 20 were PS!. 
waal7S mg/M 2 IV weekly with escalation to 2 
£ t£lc«y seen. All pts. received propbyl 
atiopSlnoi and non-steroidal anti-lnf lemmat 

p^avLt hyperuricemia f < f ~;^l£ n , a ^ 
Its. are currently evaluate for response (2 
follow-up measurenients , 2 mis sing data, 6 te 
22 are evaluable for toxicity. 12 
delations. Nausea (59% of pt..), dermatit 
ane*ia (41*), diarrhea (32*) and «omatlti. 
generally of mild «o moderate "^"ty. De 
Lxis, 3 pts. developed chest pain, there 
ob^ive reeponee. seen, although 12 pts. 
~« =<-»hiiitr lasting l to 19 months. Medial 
Us if months ATdI given at HTb did not «. 
ct^icant t»«or regression, in patients w 
colorectal carcinoma. Survival was longer 
in a predominantly symptomatic parent popu 
Supported by Grant 2P30-CA-21742 HCIiMH 



THE COMBINED EETBCTS Cff S-ETW^^^-^- jjues. 
jj^EHPBKJtHSaMWV ON BUCfflS GASTRIC CWCIK*» l*w 

J.-C- ^ > H T. Kim, f^-ZS^Sf^S UO-744, TOBEA. 
Seoul NaHbnal ttaivexsity Bospitai, ^- 

^ J ^ TV __ is a reading malignant diswaa in »»» 

S £^vw «• effectiveness for the 

treatment of <»»^; inveatiqate the ccntoine* 

jbis study ^ 1 °^ u ^LSnStnN^nt oeUular 
effects of 5-PO ana £ ^™^Li^oall lines (SKU-1, 

SND-5, StTO-16, ma ^^^Jlmr) assay for cytotoxicity 
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SENSITIVE OF SURVIVAL PATTERNS I AFTEB ^JCC : 19 
ESOPHAGEAL CANCER. Ei Waikins. Jl. M.J. Krasna, i 
Heatev and K- Balogh. Lahey Clinic Burlington, MA, 
SeSs Ho 6 p«el l« Harvard Medical School Best 
The 1988 TNM pathologic staging version of the Am« 
Co£S£v> Cancer (AJCC)vwk applied to 26ipat*n 
sandard esophageal resection for cure or palliation bet 

19< The table indicates adverse Influence of nodal diseas 
survival time (MST) and 5-year survlral with W™c* K 
va HB.P-0.12). Comparison is confounded by the var 
ossification of local invasion In the two groups. Nodal 
suggested in the WT4 groups comparing No and N1 sta 

^ntl'S'ce of local advanced disease is wN^n - 
lirrsNI and UIT4N1 MST and survival, which is without .■ 

8,3 ^SSSStiS^m that fragmentaflon ,ol even 
into T^eaorS frequently results In statistically mean' 
Stes Jvh/cr groups With small risk P?P^t.ons. 

Weare currently evaluating a modified version of the 
JSoP^v be presented. The WNM schema ^errni 
degrees ^5f local and nodal involvement with a modest I 
fragmentation. 

,Wd9*:2T £002 "£ " 33atorvival 5 yea 



